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2 <110> APPLICANT: Kim, Tae-Wan 

3 Lee, Hahn-Jun 

5 <120> TITLE OF INVENTION: NOVEL MODULATORS OF AMYLOID-BETA PRODUCTION AND USES THEREOF 
7 <130> FILE REFERENCE: 5199/14 
C--> 9 <140> CURRENT APPLICATION NUMBER: US/10/702 , 578 

C--> 9 <141> CURRENT FILING DATE: 2003-11-05 * 

9 <160> NUMBER OF SEQ ID NOS : 74 ' 

11 <170> SOFTWARE: Patentln version 3.1 M 

14 <210> SEQ ID NO: 1 j 
16 <211> LENGTH: 1345 
18 <212> TYPE: DNA 
2 0 <213> ORGANISM: Homo sapiens 
22 <400> SEQUENCE: 1 

24 ccacccccct tcccacctga ccagccatgg gggctgcggt gtttttcggc tgcactttcg 60 

26 tcgcgttcgg cccggccttc gcgcttttct tgatcactgt ggctggggac ccgcttcgcg 120 

28 ttatcatcct ggtcgcaggg gcatttttct ggctggtctc cctgctcctg gcctctgtgg 180 

30 tctggttcat cttggtccat gtgaccgacc ggtcagatgc ccggatcctg gtcgcagggg 240 

32 catttttctg gctggtctcc ctgctcctgg cctctgtggt ctggttcatc ttggtccatg 300 

34 tgaccgaccg gtcagatgcc cggctccagt acggcctcct gatttttggt gctgctgtct 3 60 

36 ctgtccttct acaggaggtg ttccgctttg cctactacaa gctgcttaag aaggcagatg 420 

38 aggggttagc atcgctgagt gaggacggaa gatcacccat ctccatccgc cagatggcct 480 

40 atgtttctgg tctctccttc ggtatcatca gtggtgtctt ctctgttatc aatattttgg 540 

42 ctgatgcact tgggccaggt gtggttggga tccatggaga ctcaccctat tacttcctga 600 

44 cttcagcctt tctgacagca gccattatcc tgctccatac cttttgggga gttgtgttct 660 

46 ttgatgcctg tgagaggaga cggtactggg ctttgggcct ggtggttggg agtcacctac 72 0 

48 tgacatcggg actgacattc ctgaacccct ggtatgaggc cagcctgctg cccatctatg 780 

50 cagtcactgt ttccatgggg ctctgggcct tcatcacagc tggagggtcc ctccgaagta 840 

52 ttcagcgcag ctcttgtgta aggactgact acctggactg atcgcctgac agatcccacc 900 

54 tgcctgtcca ctgcccatga ctgagcccag ccccagcccg gggtccattg cccacattct 960 

56 ctgtctcctt ctcgtcggtc taccccacta cctccagggt tttgctttgt ccttttgtga 1020 

58 ccgttagtct ctaagcttta ccaggagcag cctgggttca gccagtcagt gactggtggg 1080 

60 tttgaatctg cacttatccc caccacctgg ggaccccctt gttgtgtcca ggactccccc 1140 

62 tgtgtcagtg ctctgctctc accctgccca agactcacct cccttcccct ctgcaggccg 1200 

64 acggcaggag gacagtcggg tgatggtgta ttctgccctg cgcatcccac ccgaggactg 1260 

66 agggaaccta ggggggaccc ctgggcctgg ggtgccctcc tgatgtcctc gccctgtatt 1320 

68 tctccatctc cagttctgga cagtg 1345 
71 <210> SEQ ID NO: 2 
73 <211> LENGTH: 1346 
75 <212> TYPE: DNA 
77 <213> ORGANISM: Homo sapiens 
79 <400> SEQUENCE: 2 

81 ccacccccct tcccacctga ccagccatgg gggctgcggt gtttttcggc tgcactttcg 60 

83 tcgcgttcgg cccggccttc gcgcttttct tgatcactgt ggctggggac ccgcttcgcg 120 
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85 ttatcatcct ggtcgcaggg gcatttttct ggctggtctc cctgctcctg gcctctgtgg 180 

87 tctggttcat cttggtccat gtgaccgacc ggtcagatgc ccggatcctg gtcgcagggg 240 

89 catttttctg gctggtctcc ctgctcctgg cctctgtggt ctggttcatc ttggtccatg 300 

91 tgaccgaccg gtcagatgcc cggctccagt acggcctcct gatttttggt gctgctgtct 360 

93 ctgtccttct acaggaggtg ttccgctttg cctactacaa gctgcttaag aaggcagatg 420 

95 aggggttagc atcgctgagt gaggacggaa gatcacccat ctccatccgc cagatggcct 480 

97 atgtttctgg tctctccttc ggtatcatca gtggtgtctt ctctgttatc aatattttgg 540 

99 ctgatgcact tgggccaggt gtggttggga tccatggaga ctcaccctat tacttcctga 600 

101 cttcagcctt tctgacagca gccattatcc tgctccatac cttttgggga gttgtgttct 660 

103 ttgatgcctg tgagaggaga cggtactggg ctttgggcct ggtggttggg agtcacctac 72 0 

105 tgacatcggg actgacattc ctgaacccct ggtatgaggc cagcctgctg cccatctatg 780 

107 cagtcactgt ttccatgggg ctctgggcct tcatcacagc tggagggtcc ctccgaagta 840 

109 ttcagcgcag cctcttgtgt aaggactgac tacctggact gatcgcctga cagatcccac 900 

111 ctgcctgtcc actgcccatg actgagccca gccccagccc ggggtccatt gcccacattc 960 

113 tctgtctcct tctcgtcggt ctaccccact acctccaggg ttttgctttg tccttttgtg 1020 

115 accgttagtc tctaagcttt accaggagca gcctgggttc agccagtcag tgactggtgg 1080 

117 gtttgaatct gcacttatcc ccaccacctg gggaccccct tgttgtgtcc aggactcccc 1140 

119 ctgtgtcagt gctctgctct caccctgccc aagactcacc tcccttcccc tctgcaggcc 1200 

121 gacggcagga ggacagtcgg gtgatggtgt attctgccct gcgcatccca cccgaggact 1260 

123 gagggaacct aggggggacc cctgggcctg gggtgccctc ctgatgtcct cgccctgtat 1320 

125 ttctccatct ccagttctgg acagtg 1346 
128 <210> SEQ ID NO: 3 
130 <211> LENGTH: 1007 
132 <212> TYPE: DNA 
134 <213> ORGANISM: Homo sapiens 
136 <400> SEQUENCE: 3 

138 ccacccccct tcccacctga ccagccatgg gggctgcggt gtttttcggc tgcactttcg 60 

140 tcgcgttcgg cccggccttc gcgcttttct tgatcactgt ggctggggac ccgcttcgcg 120 

142 ttatcatcct ggtcgcaggg gcatttttct ggctggtctc cctgctcctg gcctctgtgg 180 

144 tctggttcat cttggtccat gtgaccgacc ggtcagatgc ccggatcctg gtcgcagggg 240 

146 catttttctg gctggtctcc ctgctcctgg cctctgtggt ctggttcatc ttggtccatg 300 

148 tgaccgaccg gtcagatgcc cggctccagt acggcctcct gatttttggt gctgctgtct 360 

150 ctgtccttct acaggaggtg ttccgctttg cctactacaa gctgcttaag aaggcagatg 420 

152 aggggttagc atcgctgagt gaggacggaa gatcacccat ctccatccgc cagatggcct 480 

154 atgtttctgg tctctccttc ggtatcatca gtggtgtctt ctctgttatc aatattttgg 540 

156 ctgatgcact tgggccaggt gtggttggga tccatggaga ctcaccctat tacttcctga 600 

158 cttcagcctt tctgacagca gccattatcc tgctccatac cttttgggga gttgtgttct 660 

160 ttgatgcctg tgagaggaga cggtactggg ctttgggcct ggtggttggg agtcacctac 720 

162 tgacatcggg actgacattc ctgaacccct ggtatgaggc cagcctgctg cccatctatg 780 

164 cagtcactgt ttccatgggg ctctgggcct tcatcacagc tggagggtcc ctccgaagta 840 

166 ttcagcgcag cctcttgtgc cgacggcagg aggacagtcg ggtgatggtg tattctgccc 900 

168 tgcgcatccc acccgaggac tgagggaacc taggggggac ccctgggcct ggggtgccct 9 60 

170 cctgatgtcc tcgccctgta tttctccatc tccagttctg gacagtg 1007 
173 <210> SEQ ID NO: 4 
175 <211> LENGTH: 254 
177 <212> TYPE: PRT 
179 <213> ORGANISM: Homo sapiens 
181 <400> SEQUENCE: 4 

184 Met Gly Ala Ala Val Phe Phe Gly Cys Thr Phe Val Ala Phe Gly Pro 
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185 1 



5 



10 



15 



188 Ala Phe Ala Leu Phe Leu lie Thr Val Ala Gly Asp Pro Leu Arg val 

189 20 25 30 

192 lie He Leu Val Ala Gly Ala Phe Phe Trp Leu Val Ser Leu Leu Leu 

193 35 40 45 

196 Ala Ser Val Val Trp Phe He Leu Val His Val Thr Asp Arg Ser Asp 

197 50 55 60 

200 Ala Arg Leu Gin Tyr Gly Leu Leu He Phe Gly Ala Ala Val Ser Val 

201 65 70 75 80 

2 04 Leu Leu Gin Glu Val Phe Arg Phe Ala Tyr Tyr Lys Leu Leu Lys Lys 
205 85 90 95 

2 08 Ala Asp Glu Gly Leu Ala Ser Leu Ser Glu Asp Gly Arg Ser Pro He 
209 100 105 110 

212 Ser He Arg Gin Met Ala Tyr Val Ser Gly Leu Ser Phe Gly He He 

213 115 120 125 

216 Ser Gly Val Phe Ser Val He Asn He Leu Ala Asp Ala Leu Gly Pro 

217 130 135 140 

220 Gly Val Val Gly He His Gly Asp Ser Pro Tyr Tyr Phe Leu Thr Ser 

221 145 150 155 160 

224 Ala Phe Leu Thr Ala Ala He He Leu Leu His Thr Phe Trp Gly Val 

225 165 170 175 

228 Val Phe Phe Asp Ala Cys Glu Arg Arg Arg Tyr Trp Ala Leu Gly Leu 

229 180 185 190 

2 32 Val Val Gly Ser His Leu Leu Thr Ser Gly Leu Thr Phe Leu Asn Pro 
233 195 200 205 

2 36 Trp Tyr Glu Ala Ser Leu Leu Pro He Tyr Ala Val Thr Val Ser Met 
237 210 215 220 

240 Gly Leu Trp Ala Phe He Thr Ala Gly Gly Ser Leu Arg Ser He Gin 

241 225 230 235 240 

245 Arg Ser Ser Cys Val Arg Thr Asp Tyr Leu Asp Pro Ser Phe 

246 245 250 
249 <210> SEQ ID NO: 5 

251 <211> LENGTH: 247 

253 <212> TYPE: PRT 

255 <213> ORGANISM: Homo sapiens 

257 <400> SEQUENCE: 5 

259 Met Gly Ala Ala Val Phe Phe Gly Cys Thr Phe Val Ala Phe Gly Pro 

260 15 10 15 

2 63 Ala Phe Ala Leu Phe Leu He Thr Val Ala Gly Asp Pro Leu Arg Val 
264 20 25 30 

267 He He Leu Val Ala Gly Ala Phe Phe Trp Leu Val Ser Leu Leu Leu 

268 35 40 45 

2 71 Ala Ser Val Val Trp Phe He Leu Val His Val Thr Asp Arg Ser Asp 
272 50 55 60 

2 75 Ala Arg Leu Gin Tyr Gly Leu Leu He Phe Gly Ala Ala Val Ser Val 
276 65 70 75 80 

2 79 Leu Leu Gin Glu Val Phe Arg Phe Ala Tyr Tyr Lys Leu Leu Lys Lys 
280 85 90 95 

283 Ala Asp Glu Gly Leu Ala Ser Leu Ser Glu Asp Gly Arg Ser Pro He 
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284 








100 










105 




110 




2 87 


Ser 


He 


Arg 


Gin 


Met 


Ala 


Tyr 


Val 


Ser 


Gly Leu Ser Phe 


Gly He 


He 


288 






115 










120 




125 






2 91 


Ser 


Gly 


Val 


Phe 


Ser 


Val 


He 


Asn 


He 


Leu Ala Asp Ala 


Leu Gly 


Pro 


292 




130 










135 






140 




295 


Gly 


Val 


Val 


Gly He 


His 


Gly 


Asp 


Ser 


Pro Tyr Tyr Phe 


Leu Thr 


Ser 


296 


145 










150 








155 




160 


299 


Ala 


Phe 


Leu 


Thr 


Ala 


Ala 


He 


He 


Leu 


Leu His Thr Phe 


Trp Gly Val 


300 










165 










170 


175 




303 


Val 


Phe 


Phe 


Asp 


Ala 


Cys 


Glu 


Arg Arg Arg Tyr Trp Ala 


Leu Gly Leu 


304 








180 










185 




190 




307 


Val 


Val 


Gly 


Ser 


His 


Leu 


Leu 


Thr 


Ser Gly Leu Thr Phe 


Leu Asn 


Pro 


308 






195 










200 




205 






311 


Trp 


Tyr 


Glu 


Ala 


Ser 


Leu 


Leu 


Pro 


He 


Tyr Ala Val Thr 


Val Ser 


Met 


312 




210 










215 






220 






315 


Gly 


Leu 


Trp 


Ala 


Phe 


He 


Thr 


Ala Gly Gly Ser Leu Arg 


Ser He 


Gin 


316 


225 










230 








235 




240 


319 


Arg 


Ser 


Leu 


Leu 


Cys 


Lys 


Asp 












320 










245 
















324 


<210> SEQ ID NO 


: 6 
















326 


<211> LENGTH: 269 
















328 


<212> TYPE: 


PRT 


















330 


<213> ORGANISM: 


Homo sapiens 










332 


<4 0 0> SEQUENCE: 


6 
















334 


Met 


Gly 


Ala 


Ala 


Val 


Phe 


Phe 


Gly Cys 


Thr Phe Val Ala 


Phe Gly 


Pro 


335 


1 








5 










10 


15 




338 


Ala 


Phe 


Ala 


Leu 


Phe 


Leu 


He 


Thr 


Val 


Ala Gly Asp Pro 


Leu Arg 


Val 


339 








20 










25 




30 




342 


He 


He 


Leu 


Val 


Ala 


Gly 


Ala 


Phe 


Phe 


Trp Leu Val Ser 


Leu Leu 


Leu 


343 






35 










40 




45 






346 


Ala 


Ser 


Val 


Val 


Trp 


Phe 


He 


Leu 


Val 


His Val Thr Asp 


Arg Ser 


Asp 


347 




50 










55 






60 






350 


Ala 


Arg 


Leu 


Gin 


Tyr 


Gly 


Leu 


Leu 


He 


Phe Gly Ala Ala 


Val Ser 


Val 


351 


65 










70 








75 




80 


3 54 


Leu 


Leu 


Gin 


Glu 


Val 


Phe 


Arg 


Phe 


Ala 


Tyr Tyr Lys Leu 


Leu Lys 


Lys 


355 










85 










90 


95 




J JO 


Ala 


Asp 


Glu 


Gly 


Leu 


Ala 


Ser 


Leu 


Ser 


Glu Asp Gly Arg 


Ser Pro 


He 


359 








100 










105 




110 




362 


Ser 


He 


Arg 


Gin 


Met 


Ala 


Tyr 


Val 


Ser 


Gly Leu Ser Phe 


Gly He 


He 


363 






115 










120 




125 






367 


Ser 


Gly 


Val 


Phe 


Ser 


Val 


He 


Asn 


He 


Leu Ala Asp Ala 


Leu Gly 


Pro 


368 




130 










135 






140 






371 


Gly 


Val 


Val 


Gly 


He 


His 


Gly 


Asp 


Ser 


Pro Tyr Tyr Phe 


Leu Thr 


Ser 


372 


145 










150 








155 




160 


375 


Ala 


Phe 


Leu 


Thr 


Ala 


Ala 


He 


He 


Leu 


Leu His Thr Phe 


Trp Gly Val 


376 










165 










170 


175 




379 


Val 


Phe 


Phe 


Asp 


Ala 


Cys 


Glu 


Arg Arg 


Arg Tyr Trp Ala 


Leu Gly Leu 


380 








180 










185 




190 




383 


Val 


Val 


Gly 


Ser 


His 


Leu 


Leu 


Thr 


Ser 


Gly Leu Thr Phe 


Leu Asn 


Pro 
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384 195 200 205 

3 87 Trp Tyr Glu Ala Ser Leu Leu Pro He Tyr Ala Val Thr Val Ser Met 

388 210 215 220 

3 91 Gly Leu Trp Ala Phe He Thr Ala Gly Gly Ser Leu Arg Ser He Gin 
392 225 230 * 235 240 

3 95 Arg Ser Leu Leu Cys Arg Arg Gin Glu Asp Ser Arg Val Met Val Tyr 
396 245 250 255 

3 99 Ser Ala Leu Arg He Pro Pro Glu Asp Pro Ser Phe Asx 
400 260 265 

403 <210> SEQ ID NO: 7 
405 <211> LENGTH: 1923 

4 07 <212> TYPE: DNA 

409 <213> ORGANISM: Homo sapiens 
411 <400> SEQUENCE: 7 

413 cccctcccat ttgcctgtcc tggtcaggcc cccacccccc ttcccacctg accagccatg 60 

415 ggggctgcgg tgtttttcgg ctgcactttc gtcgcgttcg gcccggcctt cgcgc.ttttc 120 

417 ttgatcactg tggctgggga cccgcttcgc gttatcatcc tggtcgcagg ggcatttttc 180 

419 tggctggtct ccctgctcct ggcctctgtg gtctggttca tcttggtcca tgtgaccgac 240 

421 cggtcagatg cccggctcca gtacggcctc ctgatttttg gtgctgctgt ctctgtcctt 300 

423 ctacaggagg tgttccgctt tgcctactac aagctgctta agaaggcaga tgaggggtta 360 

425 gcatcgctga gtgaggacgg aagatcaccc atctccatcc gccagatggc ctatgtttct 420 

427 ggtctctcct tcggtatcat cagtggtgtc ttctctgtta tcaatatttt ggctgatgca 480 

429 cttgggccag gtgtggttgg gatccatgga gactcaccct attacttcct gacttcagcc 540 

431 tttctgacag cagccattat cctgctccat accttttggg gagttgtgtt ctttgatgcc 600 

433 tgtgagagga gacggtactg ggctttgggc ctggtggttg ggagtcacct actgacatcg 660 

435 ggactgacat tcctgaaccc ctggtatgag gccagcctgc tgcccatcta tgcagtcact 720 

437 gtttccatgg ggctctgggc cttcatcaca gctggagggt ccctccgaag tattcagcgc 780 

439 agctcttgtg taaggactga ctacctggac tgatcgcctg acagatccca cctgcctgtc 840 

441 cactgcccat gactgagccc agccccagcc cggggtccat tgcccacatt ctctgtctcc 900 

443 ttctcgtcgg tctaccccac tacctccagg gttttgcttt gtccttttgt gaccgttagt 960 

445 ctctaagctt taccaggagc agcctgggtt cagccagtca gtgactggtg ggtttgaatc 1020 

447 tgcacttatc cccaccacct ggggaccccc ttgttgtgtc caggactccc cctgtgtcag 1080 

449 tgctctgctc tcaccctgcc caagactcac ctcccttccc ctctgcaggc cgacggcagg 1140 

451 aggacagtcg ggtgatggtg tattctgccc tgcgcatccc acccgaggac tgagggaacc 1200 

453 taggggggac ccctgggcct ggggtgccct cctgatgtcc tcgccctgta tttctccatc 1260 

455 tccagttctg gacagtgcag gttgccaaga aaagggacct agtttagcca ttgccctgga 1320 

457 gatgaaatta atggaggctc aaggatagat gagctctgag tttctcagta ctccctcaag 1380 

459 actggacatc ttggtctttt tctcaggcct gagggggaac catttttggt gtgataaata 1440 

461 ccctaaactg cctttttttc ttttttgagg tggggggagg gaggaggtat attggaactc 1500 

463 ttctaacctc cttgggctat attttctctc ctcgagttgc tcctcatggc tgggctcatt 1560 

465 tcggtccctt tctccttggt cccagacctt gggggaaagg aaggaagtgc atgtttggga 162 0 

467 actggcatta ctggaactaa tggttttaac ctccttaacc accagcatcc ctcctctccc 1680 

469 caaggtgaag tggagggtgc tgtggtgagc tggccactcc agagctgcag tgccactgga 1740 

471 ggagtcagac taccatgaca tcgtagggaa ggaggggaga tttttttgta gtttttaatt 1800 

4 73 ggggtgtggg aggggcgggg aggttttcta taaactgtat cattttctgc tgagggtgga 1860 

475 gtgtcccatc cttttaatca aggtgattgt gattttgact aataaaaaag aatttgtaaa 1920 

477 aaa 1923 
480 <210> SEQ ID NO: 8 
482 <211> LENGTH: 251 
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